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Cited against the subject application is the disclosure found in Torchilin et al., 
Biochim. Biophys. Acta 1996, 1279, 75-83 ("Torchilin"). 
I, Dr. Ananth Annapragada, Ph.D., am an inventor with respect to the subject 
application. I am an Associate Professor of Bioinformatics, School of Health 
Information Sciences, The Keck Institute for Computational and Structural 
Biology & The Graduate School of Biological Sciences, The University of Texas 
Health Sciences Center at Houston & The Department of Chemical Engineering, 
The University of Houston. 

The method of preparation described in Torchilin involves the formation of 
liposomes from a mixture of PC, cholesterol, PEG-PE, and SA-DTPA. Such 
liposomes will necessarily exhibit the DTPA molecule on both the outside and 
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inside of the liposome wall However, when exposed to the In 1 1 1 -citrate complex, 
only the external DTPA will be bound by the citrate, thus localizing the In 111 on 
the outside of the liposome exclusively. The reason for this is the In 1 11 -citrate is a 
large ionic species, thus bearing a net charge in solution, and possessing very low 
membrane diffusivity. Penetration of this material into the lipidic bilayer is 
practically impossible and, thus, the material is excluded from the interior of the 
liposome. In contrast, amended claims 1 and 25 call for encapsulation of 
nonradioactive contrast enhancing agent, 
4 I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, 
under 18 U.S.G § 1001, and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 
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